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CONCLUSIONS: 

Thia atudy waa reviewed by D, Ritter (aeao dated 11/11/71, see 
attached), This reviewer generally agrees with the conclusions 
given at that time, although the atateaent: "A no-effect level 
liea between 316 and 1000 ppm in the diet for thirteen weeks in 
dog■,• would now be written to state that 316 PP• (equival~~t 
to 7,9 ag/kg/day) 11 the NOEL and 1000 pp■ (equivalent to 25 
mg/kg/day) 11 the LEL, The study waa not given a core cla11i
fication in the review of 11/11/71; aftar examining the report 
this reviewer concludes that it ia core minimum, 

Cla11ification: CORE MINIMUM 

A, MATERIALS AND METHODS: 

1, Teat Compound: 

Chemical name: 2,4-DB Acid (technical), 98.5% active, 
Deacription: Pale brown granular material with a disagreeable 
odor. 
Batch I: lot no. 811012, 

2, Teat Ani■ala: 

Specie, and Strain (Sexes): Hale and female purebred beaglds, 
Age: "Young adult" 
Wei1ht(1)1 6,6 - 11,9 kg at study initiation 
Sour~e: not reported 
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Addition■ to th■ previou ■ ly 1ubmitted review: 

1. Procedure ■ : 

0(/,£)(;7 

From the way the ■ tudy i ■ reported, it appear1 that group 
5, the lowe1t dose group (2.5 mg/kg/day in capsules 
throughout the 13-week study period) was added several 
weeks after th ■ r■■ t of the study was underway, The other 
r,roupa received the teat material in their diets during 
the first two week1 (group 1, control, 0 ppm; group 2, 316 
ppm; group 3, 1000 ppm; group 4, 3160 ppm) and then by 
equivalent do1age in gelatin cap1ule ■ (0, 8, 25 and 80 
ma/kg/day re ■ pectiv ■ ly) 7 days/weak for the remainder of 
the study period, 

2. Reaulta: 

It is noted that blood and urinaly ■ il parameters, a ■ wall 
a ■ terminal organ weight1 and organ-to-body weight ratio ■ 
were not statistically analyzed, However, after examining 
the value ■ for the ■ e finding ■, this reviewer ha ■ come to 
the conclu ■ ion that with 1tati1tical analyse ■ there would 
be no major change ■ in the conclu1ion1 of the original 
review, 
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2. Suuacu;;c To~icity 
a. 11..!:!.C.£:!. .• ura 1 f,r!,,lf n_i s i;r_~ti ~Jo 0091 

co 1,9v'7 

-1 . I!~ i.:;r,c;~ 

Groups of 4 !:,11c ~nci ~- fc:.1,1le bc:nlos 1:crc given 2,4-Dll (acicl loo:; ~c.ivc in(/1·.::o:Hnnt). " 

0,100,31G, lCJiJCi or :r1;;0 pp .. , in .i/•'\iic~ (firsi; t\·:o \:eo!l,shncl 2.~, 
8,25 or CO n;s,/!:g/ cl,,y l,y C,1p3\llC ior. Lh'.' ;•.:ir,:ainO::e:r of U1e: tcs t period; 
the~ 1 latter levels are cqu-fvalcnt to U,c ciiet:ary levels. 

Appearance, olf.l!>Ctite, cli,ain.;tion, toxic signs; 1·1eckly body \'/eight ancl 
foocl consum:,ti on l'lerc noter.J. 

Clinical laboratory studies liera pcrfor,ned initially, at 4 weeks ancl at 
tennination, and consistcci of: 

Blood: 

Hct, HIJ, t-/i3C's RllC's h Differc:m~ials, P1•othromoin time, FIJS, BUN, Total 
Protein, Scru,n Cit iruui n, Sc•·um Al burni n, rla, K, Ca, CO

2
, BSP, SGOT, SGPT, 

SAP and serum electrophor·::s~s. 

Urine: 

Sp. Grav., pl!, Glucose, ::et0,1es, Total protein, llil1; ul>in, and microscopic 
fonned e 1 emen ts • • . \ 
Tenninal stuclies of ti1ose animals surviving till the end or until kfllecl 
in extremis included gross ancl histological E!xaminatfc,,, of representative 
tT'ssues and organs fro:,1 all animals. 

Thyroi ci GI 
Heart 
Spleon 
l(i dne:y 
Pancreas 
Lga. Intestine 
Masnt. Lymph Ncie. 
M&rr0',1 

Adrenal GI 
Gt.11 b hcider 
Liver 
S1:o::1ach 
s~1. Intestina 
Urinary lllaC:d.ir 
Gonad 
Unusual lesions 

Heights 1·1.ire obtai11C:lcl on tilyt·oid 91. he;;rt, liver, spleen, l:icl11ey, c:drenals 
aml testes in the control, 31G pp:n and 1000 ppm anir.:~ls; selected grossly 
at:nonna1 tissues fro!il grou:i 011 31SO pp,11; and the livtr anci kidneys only o'i' the 
100 ppm !irOVf.), 

2. Results: 
Pilysfca 1 co:1"ai"t'ftrirar.,i i-lor.,, 1i t~, - One clog died am' the rcmafllf 119 seven 
l'lere l:fllcd fn !il!:.':!llt i,1 U:o i.hird 1·:ccl: 0,1 ti,a 31GO pr,:;1 ciosE!. Pilysical 
c011dftfon oftha~c <111f..,:1ls •.::,s very r.oor but the .o:-:icfi.y 1·1as of a generalized 
nature: cifilrri1ea, C:c:,1·essic,,,, o:,iscoloraticm of 1:;ucous u::,.,i.irances; \'/:light 
10SS \·/ilS wi ~cs prNci i 11 til is £) l\ill:•. 

/1.nfr.ials on the lC10) rw,, t'.:;,c a::i,ii,i ~"ci ,.a•clr tJ.o s.:1,1c sy1,:ito,,1s; 2 n1<1lc ancl 2 
females had 'i:o bo 1:ill:,:i pl'io,· i.o i.::r11'1na.ion. 
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Uoight lossc~ ·.-:(:re S<.:t?n ill s·<.:v-..;';i\.{' lire: .::i!iirt <111fo1e1ls.. 1'.lzysical conciii;ion 
of tile 316 and 100 pp111 !Jl'OlliiS H,1~ ao11,pa1 ,11Jle to co11tr'1ls. 00'19(; 7 
Hematology findin" 1-:.::ro i,og.:.tive for of;cct 01' 2,,;.oc ~t O, 100, 31G ilnd 
1000 ppm in-tho cliet; the 31GO ppm group 1-1.:is ter.,,inat"oc.i i!!. extre1,1is at lile • 
third 1·1eo I: • 

Adverse hc:ilatology fi11di;1gs •.-:.ire limitcc.i to the 3160 and 1000 pp111 groups and 
; ncl uded dccroasccl llCT, f:ll, I\L;C' s c:nd increased ::cc' s in tl1e 1000 ppm group 
by week 13, (The 3160 ppm group sui''i'erc.cl 1001: mortality by the 3rd 1·:eek), 

Clinical che,,1is~ry finclin(JS \/ere also conffnecl to tile t1·10 highest groups ~ncl 
consisted of fncrc,,sccl St,P, Duil, Dili1·uuirr, SCOT, SGl'T, and CSP retention 
times; reduced values included se1·u.,, iia, Ca, CL and alliumin. These altera
tions are 01' ques•i.io,1a[)le significance since they are minimal, and not out
side the nonna 1 ranges for C:ogs. 

Urinalysis was not reo,1;:r!:~ulo for toxic effect other than in the sacrificed 
high-dose dogs 1·1i1ich cle~1onstrated occult blood (1 dog), increased bilirui:lin, 
and urinary RBC's,, 

Those gross Pathological ch~nges seen in the 1000 and 3160 ppm dogs consisted 
of icterus or a gray discoloration 01' sclera, oral r.1usoca and connective 
tissue; reddened ly111ph-nodci r.iCldullae, distended gallbladders, pale livers, eye 
discharges, lun!J froth, discolored kidney, gastric muscosal petechfae, u•• 1 
subepfcarc!ial he1r.orri1<lgcs and altered large fntestfne mucosa • ., ti.. o., I.&- l 

Organ/body w-ligl1t ratio alterations 1-:ore confined to the~an-d 31GO ppm 
levels and consisted of increc:ses for; liver, splecin, k•idney, adrenals and 
testes. 

Mf croscopi c pathology s:10·.:aci hc;,:orrhaga and ede,aa of most tissues and orgc:ns; 
hepatocytic necrosis, renal dilation of tui::lules, asperr.1ato£en0sis and 
a 1 terad ovarian, thyroid and pancraati c 'i-uncti on at the 31u0 and 1000 ppm 
levels, 1·1hf1e the lo•.-,ar-cJose clogs t:ere essentially non,1al. 

3, Conclusions: 

A no-errect l~vcl lies 
teen 1·1e:aks in dogs. 

- r ;..i,. 
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ilut•.-1ear(316 and 1000 pp,., in the ciiet for tilir-
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